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<««©HfflT^oT > flute t h^>^-7iD>^^4»'t H< 

jgft ^ 1 1 1© vi-fn^ tiE® omm . 

13. tM>^-7iD>-a #&&#Tig> Z>m#0&®%i 1 2 Jgie® <7>® ffl . 
15. h< >^-7xD>- a*«t h U >/1f» >*-7xD>T& 

18. ^^BSlff^S^^CSIIff^^T^^IS^O^fflmiOJS^^LmnJS 

19. b K>^-7io>$ffli^teii:«i«i:filStfcSt«i: 

7U-7yMX^^>-»-Sfcl«nb <DflOW *> L < tea&fS^K £ h £4 

20. t h-f >^-7xP>*ffl^4te*»-ttS^*E ; K»-«S^fcS#©te«© 
<Sl»PTfcoT. h-f>^-7iD/5fflt,^f&fl:(i5 
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28. B WftZk £tc « C SMff&SSfe-C* -5 l53fc(Dt$HJ& 1 <r » 27« 

* * * > v - £ fz\ttn <b (DMBft L < ttRBtt« £&#-T 
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32. t M >^-7iD>^t >^-7iD>- aT£>5ffi?j}<©3&ffl^3l 
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33. t h<>^-7xD>-a^m^-C^«fi ! i*^ia^323S!e3$^J^. 
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35. ^MbK>^-7iD>-aRh U >/^*M3H >*-7xD>T* 
§fi1*Oiaiffl^34Jgiemw^ft. 

37. 7U-7v*Jl/7*^>v^--*^^ti?.©mr» : e>U<«^^M^ 
$£©7j*£. 

38. ^tt*<BffiJff**fcttCaJfflfeSSS-Tfi6*S!*©«SH»3l^V^fl37^ 

39. t h< >^-7xD>$fflt^feii:«!i«»-LfcSf©M* 
fcS#T& 0 , t h -f > 7 x □ >& ct #7 U - v V* 1 > '» 

40. gt^MKk h-f >^-7xD>*ffl^*«6*»w*rv«fLT^fc«*©«S 
fflfg39Jg£fE@©7j£. 



41. B SIIJFJfc * £ tt C SSJfr&SSfeT* Sf»#©$5fflfg3 9«*5 «fc IX»40« 
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X'&ztmjLznxwzW, m^x^Bnoy^taM^x^^trnm^nxn 
&£zfifbBM>f-7xB>£Lx9ae>ti* imnfn-f>^-7io>o 

D 

^7"^>^-7iO>H HPLCl:J:oT, &4giUZm&TiZ£?XU- 

^>^mmmmW^-t>^^0^)^ CSendai virus] TfiJj&LT'f >&—7 
^□7h^77^-i:J;oTlfiW%. ^100x 106 1 U/mgi6©#Sfit 

ST«K-r*ctt«k»5. »»«fcja«-cHitsn*. ck^-7id>o 
-n i tH3ean*^©4rictttt. wellferon (?xji/;*ja • 77>f 

— ->3>- iJSf^H [Wellcome Foundation Limi ted] (DS^iSMH) tf>£tf>T 
6. =fflKtm£ffi£*&ll8£*U ^rliRNA^ 
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7. • X>xn h + ->>A [Staphylococcus enterotoxin A] Oct Hvx 

»^L<«. 90%£i8*S7S/®4BPH4^ «fcOff*b<tt95XO«Httft. 

*L<tt99%Wffi|s|tt^, »fcfiPSU<ttlOOX©«ratt&*^"C^*. filft^. 
t ^^>^-7xD>«mi5$nT*0, -f>^-7iD>«-2a (ROFE 
RON-Dr/a [Roche] ) *J:tM^-7iO>r-2a (INTRON 
-->x'J>7* [Schering] ) A^©{SJT*^>. Utt 23fttf>-0<7>7 
S/»8»Ta&* (ROFERONC^ttt'JV>. I NTRONCU^T 




ia^684anfct >*-7xP>#ffl^e>n#, :ntfiM«i: 
fff #<&te«fc3B&fe«fctf*&ift t h -f > * - 7 x □ > - a tmm s na «k 7 
*-7 x □ > - a JHHT©»«C»r<6lE**tt. 7< ;w*T-*-<DJ#ttWfc 
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3„ lTMStl^«-f>^-7in> H>^-7iD>a-2a, -f>* 
-7xO>a - 2 b^tf'J >Af I-f >^-7iD» £ffl^T##U£3£& 
KfT jWf&tottT* 0 , 8*tte#©fi40X fc^£fc£SF#S £ t ^"5 
^SfcO-C**. te*©6*fl*C»S0*©BB**«WfcStt, 
JUW«KfUifc£3tf*©te20&^U25K©S*©*T*3 3. 
JFFjfeof&fKfc^ttS'f ^-7iD>fl)ftll*^l:Mtft»i:tt. Eddies 
ton^cfctfOixonfCctS "JHWOtttttf-f ;P***©i&*fc*tt*-f >:7-7xD 
> [Interferons in the Treatment of Chronic Virus Infection of the Liver 
] " (Pennine Press. 1990) t^oWm%&?&irZ>Z.ttfT'ZZ>. 

*±ocaktt©ifii«*i^wtt«*^tr«^feaa©*>*a^T*ffi©*<©«ji8 

©te*£flH»*;ii:j&<Jfi6SftT^*. 

1Wt©^^^^*ft3&«a3ftMC*^T*fl:W35t^hl'^ [oxidative stress 
] £3l€rfi£T;i£*wl»t"*&^©liE8&a<» ftCH I VIC*vJT. £Ffft* 
. -MJI*fc±*»fltffc*hU*©fi«tt. $^£ttfc«fc*ft*lllia©8Htfc 
, it^ffitt [proinflammatory] 1M h#-f> (TNFo, I L6) Kefc-S^'J- 

>/^^t«BiiaMt©ii»«sf^fflJi«t*fi*stt»*a©^*^tr«*ft««Jt 

£5 fc©Tfc o*# -5. 

x*^^r*»ss^s^ty^><r^iit«^^^®tT^5ifflaift^aBflS©e 
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thz \ziz < tttt Lx&&r )v-Qtb*. >*zwutmx 

EP-A-0 268 017 [Cetus] ) \t, "J >fc L < telM b b 

+ -»<!:7 , J-7v J *^fiJct<toT§l 

*;^*'<>^+- , bU<ttftWE#«li:«)tt*«K:Wt-*. -O^lfflffitt. 4=5 
£-C#>£Hf*fc<0-C*0. 3L\z*X*mmm\Z&tfZTNF a<D®5-lzM 

> j, + __ g fc tt ^ n 6 © u < »ei5e«H ©iiii&w t u rom \z oar* 

o 
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! ©£#£££U t H-f>^-7xD>^4©^Tt)L<«-gl5<7)^F B 1iC7'J- | 

jg^© 7 'J - 7 v*;U7. * * > i> * tt-tn & ©itfilgft *> b < tes^fg^lt © j 

»,T*>«kK £©«afctt. ^-oi^MFifc, tFAeD-77<H. im 
d©«wa. iF«©«&*k:*i»t*th-f>^-7xP>©«fflKaffl-r 

I fi|&£fcfc<=>T&©T'£>3£LTtK £«FWM:«tt«<, C»l^©^i-« 

KfcHT, cne>©Fp1^^^-r«>fe*©3it^^^<i:^^ ( '^' 

c©fgBj<h^{cffl^e>n-g>t h-f >^-7xD>©wtctt, miai©t)©^x 

I ^©MiCck-Si:, d©f&9J«, t M >*-7xD>*8:4"rS££££* , 7 

tt-gB©$pp1tC7'J 
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ii^o t h * - 7 x □ ><Dmm a w s n-s . 

2 blcgi]©5n" ^©fgBJlte. th^>^-7xD>0Mmu 

3 5&*ifi£J:3fc, £©f69itt. <>*-7xD>£fflV>3te$K&Ste£ 

| *fct4*n6©WK#"bL<ttil**Mlt©. ffllR^fflWa*^*?* [synergis 

tic combination] t [sTbftlibnzm&ZtltzUS-tt [potentiated combinati 
on] C©«W©«|5§lSnfclfl-&-tt©ffittJ«»«. |W|l$tC&4l,Tt> 

. *«Wi9J*©«»ltUT*ttWK:tSk4LT ! b, **v>tt#-©tt^-&«»^ 

a. fiHt^ctt^oJBsisnfcftaja*©?"!^**^*^*^©^**^* 
cam-ran 

XJi&T&S. JlOCr-OUyUi. IfUJW-tf-f JW* [picornavirus] ft©-AT* 
27nm©X>^0-yTSt>nT^^V^^T^S. ^©-M^*© 
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Num. thjni*H»©tt»*fct4»* J **»©^ , J>^©ffi*® 2fe, ' i 

a etc* 9. ^-f;^oe»»c*ttaftJ»jS2^«ktf. ttfc. Momm&tf 
knurrs*. -»fi#<©flB©«t>^-f;^*«»3E*nr. «tt®*+U7 

| iC&frfS. BSff&tf^l'^tt's/'tK^tf'OI'A [hepadna virus] ftKJSL 

£©y/Att, tODNA*RNAi:«8l. 5fc^TiSE<E¥»*ftffl^TRNA ( 

H'ttC5giifii'##A^BffF^©^J© / >^<<i:*>80%«, iffiCWib 
Tfc9. 7 7k*WM [flavivirus] t©a<Htt*W1"4-*«RNA^-f JV 

IxtLxftmmztix^z. 
0k (fcu<tt«ttcHaT*'s/ , tF*tf-r;i'*) s^-^wti/tM 
, #w*s£tofc£ifiLfc3BtKRNAa*5fc9. *MM»cjimsfts4*j£®» : Rf 
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EMBfcteAS/JFNfcfcSI^SC't'M JlZlzmMls (Reyes et al., Science 
247, 1335-1339 (1990)) . «ttW#&^fettS©lfr!fc*£i;*. £©«5"OW* 

affl-r*Ct^T*4. ^©58W«*fc» t hlM h*#o<7f ;i/Xi3«k^H I 

— 7xD>-a&L<te-Y >^-7iD>-rtS4. 

At M >*-7xO>-aT£>3. #SHr»«8©— 3fc«fc*£. tK>^ 
-7iD>l»<>^-7iO>a-2 a*fctt-f>*-7xn>a-2 b, 
^JA«D7xD> [R0FER0N] &cfc£pf > h □ XDm&^X^^nX^MSh 
©-OT&-5. ffe©$# 

xO> H>^-7xD>oNl) . 0iJA«7x;i/7xD> [WELLFERON] ©iS 

zm&x&z. 

rt h-r >^-7xd>j ttofflHtt. *©BM««t H**T*sanfciP 
£§h>*-7xd>. *5«t^«rs»4safiw©ettSr»wt«i#L, a* 
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9 3B6U:. »SL<ttia^0 3@e4T*c:t*<TfrS. 

-f>^-7iP>2^L6/**a-7 -f >*-7xO>©4#£©& 

4tttt. liI^93BtU:> $f£L<tel31ii9 3®, 10SO5^a-yh 

o >ig4©fflfa«3i^»jBiffl» w*.tfi2&t>u3oaw, ¥f\z\t®2mr$r$>%>M 

ft. I«OS**«lli#tl/T. t>L<ttte©;frffiT8i5rr3;:£fcJ:D. "7 
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*n6©iiiiB#*<£sn*. *;i^*>©4#fc»*u>aaK#©-^*<N-7 
fc«fc^4*T8*43ft*^*"e**. *©««©«« t«ko, f&£© 

y:/£LT. «P«#Ofc»ta*Sn*C4:3»«ff*L^. N-7-fe 

3Mi>->*x-r i Bao40*T«4an*a«ao2oo 

mg^L4g®m iB3 0 4B©Jft*T4OOfcl»L8OOmg, 

L < tt 1 B ^ 0 4 [5l©S-^T600m g T*$> 
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LfcAbT, SSfc3iiifc:«fc<&£. d©38Wi, th^>^-7xD>^7U 

So 

2aa©isai*jsij/rofi:4»:j8^fc»»^--»«wfflftTscitt)*fcaaT* 

^ > v> * -£ teW 6 © flfl§E# t> L < ttRSSttfS £ ft > S'J * & fc* © 

ran*wt^^Tfi^-r*-»o/ , «yi'ftii«ts. 

H©»9itt» BSIIF*Sfcl4Ca!IF*Oi&*fc1*cafflWT?**. ±fca?3 
! BfrAt, H«oi&«3ft<CaJH : jlfcOf&*fc*JV»T ! b*ftD« , r**i:tftwLr 

; ne>©Hfj!i#:feu<«^%tiMftffl<' i '2>^ftAn^^ f?fct>tta. 

|l j|^77Z>75y h7>^7i7— tf (ALT) Mitel**©*! 

BSffF&43«fctfCSffFiftffi?fett. M*. ALTl"**© 
! ±#T?«r«#W6n, ^JiflWtfftt-tttJlifllALTOWSECJioTEfflSna 
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0569J©HB«SK:J:Si:* th^>!?-7xOX ^I:ttth0^7x0> 
-otffl^Sift***. KHW. W*.tfl2fc*»U30HHI. #fctt24ara©JWRflK*> 

feasant©;*** Wfcfc>*i*. Mi a l t u*w©#«©i*'>K: «t o x^s 

, Z. © t h < > * - 7 x O > H £&&©»!)$ ililKJfcgl- *> d t # ft # 



^-7iD>ff-N 1) ^JII^SCSffF^W^t^ffl^tt*). 
POT rx% M8sv^EBiS©affi(Ci5^T^ftt)ns. 

*C4S^Tt>, ciw^^o^ffl^is^-rsfcwt^ft^ns^Tttft^. 
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1. MX 

CSUFF&'MJl'T (HCV) tt. mik'&&&Zttil%&#A 

ntzW9HZ&K>, a--f>^-7io> (I FN) a^teCS^ (CHC) <D 

30-40%IC^-r?>^<!:^^nT^S. Lfc^oT. I FNf^ih&fclESte h 5 
>X75 - t?U<*;H6JMW -5 C H CJB#©ffl£tt. MS £S& l^T©iW 

to"f^tc»2o-40X/£ttT*s. M7E$n^^;u^^^> (gsh) « 

. GHS©ttffl*tA I D SO«t3S;SI^MlWt I J'f;^Mfii:*^T^BW 

flfflftC I FNi&«lC**t"5Jlt*«T*3&:^ofcCHCfi#ICS*"rSJli!R*i 
£tf*iW*£iIIJi$ (PBMC) Kfc^TGSHU^£7$J&L7t. ?*-)V<Dwl 
m&r&ZN-7 J t?)l>i'Z?-'( ><D?M*>£t~ GHSU*UU3£tffcI F Nfp 
*K*f T * ffi* ftfc «fc -f JUT, ¥ ^Tffffi U fc. 

2. 1 SI 

W*3 «fc iht»# C =fc 0 C H C L T n 5 $ ti> 3 *> 2 

. i®BB27-71|g) KWftK#ftlLTfc!&ofc. iTOStttB-U^fJW 

>r>^-Txa>(Wellferon)^ffl^^>^$:^ / >^Pp , ]0 4^^ <liI3 015±l 
-6MU, 1HS0 9-21MU©«H) J&SSnTUS ; £T©MttW3fe£<MHl' 
fctSKSSfcALTffl GB30IU/L) I FN 

<D C H CMtt, J&*<&«*D<D 3 T n &U*)K h 7 >T7 S if U^U*jE*ffc 
Si*\ ^«©4^^aCb*^ALTffl&tt«PTSS#ttI FNCfSSLft^ 
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t*n&)lZfslC-?&Ztf. @B 8P#Fp1S(C600mgON-7-k5 1 ;Uv'7 > r'f > ( 
NAC) *mn&5-?Z>ZtZtiaz.tcl FNjB2Ffcttttfc. 3"3<&j£WCJ3^T 
>f>*-7xP><&a***>1>K«iJ>lxfca t (NACmll5±1.8MU/a»NA 
C&11.5±l.3MU/jI) . ^PNAC^SrJPAfc^lC-f >?-7iP>f4 

63^) IC, |^i;ffi<DigPNAC£<>^-7xO>£^3C<hft< l^Kfc 

, fgffl25fc^L79|£) Lfc. tTOSt*6tt'f>7*-AH • 3> 

-fc>h [Informed consent] fciTSTgttT&O, £©WftttifeKffiS£A£© I 

; 2. 2 PBMC&cfc^nfrfEtCfcttSGHSflil^ 

PBMC (L-GSH) *3«fctflfo/h&<Z)i!>fcVMfa& (P- 

GSH) t©GHSOIPII^«lJ£©fc«)©JlllSKtt*4*#ft*A^^. U>*^U i 
yT* [Lymphoprep] (Nycomed Pharma AS, Oslo, Norway) SfflH5iS'L»lCJ;9 
PBMC^MU 5@«t#bfc. ¥«Lfc«III&S20KiSifi3tI£ (£»««2X 
) T'fL, (4 < CT'1200gxI0#f J a ']) Lfc&> ±M£®ffli$£T-40 < CT{£ 

I jii/jviR©iwa:t>jiiiitic2oxatt*K«:a*. (§&?&& 2%) . m>L*<D'& 

, ±ffi£GHSM££T-40rT«?#L/c. 
B#ttfl*flMI[U Brigellus et al., Biochem. Pharmacol., 32, 2529-2534 
[ (1983)»;:«fcoTffiiiiS*'L Ferrer et al.. Biochem. J., 264, 531-534 (1990) 

CJ:oTi»«SnfcBI#ttCteoTGSHftaiJEl/fc. GSH-S-h7>X7 
i5-tfO#ttTi:*J^T. GSH£ l-?DO-2. 4-5>-ha<*>-tf> (CD 
NB) (SIGMA) t^cft. £©$£#©340 n mTaflftftfK*^-* >• 
-• 5A^2 [Perkin-Elmer Lambda 2] #3fcftaW€rflH>TfiiJ£l/fc. 
9. 6x lOiO^UlftXm^ffl^TG S H©$fc*HlS»fc. 
2. 3 RNAOiffife^RT-PCR 
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lflim4>©HCV-RNACO^T0X ttfCPBMC'f'OHCV-RNAOR 

va> (RT-PCR) ^SWtCteRuiz et el., Hepatology. 16. 637-643 

(1992)*5=t^Cheng et al., J. Hepatol., in press (1992) laBKKSnSiiD 1C j 

fr&ofc. Kwoks and Hi guchi, Nature, 339. 237-238 (1989) fcJ:oT«i£Stt 

2. 4 j^ffr 

4T©f-^H TO±TO®**MM! (SEM) tLTmfr?. t> 
L<«ft£JgJ*LftV> [impaired] 5*-*©Jttttt, 

£ V >CD-rX h [Mann Whitney and Wilcoxon tests] SfflHTfrteoifco 

3. MM 

Bill CO)M$tlZ.mmLtz\4&0)m%\Z-D^T(D. ALTl/^KCMtSIF 
N (-4&^L0*m iScfctf I FN + NAC (0^l/6yfl) 

02te, I FNfccfctfl FN + NAC&ffll>*J&S©IH©* P BMC ClfcttSH 
| CV-RNA©tttt*J«ttftttt««PO*m**^. 

BI3tt> I FN*ffl^*te*l3NAC*JnA.Silt«iai*^ 1 : 10Ojil»*«? 
TOJfafS ICfc W 3 H C V - R N A (Dfetil t . 

^nsai^atiii^fflfco^Tro^^ALTu^u^^-r. 

4. MM 

. L-GSHfecfcl^P-GSHSrfe^T. 
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139 ± 24 








0 .... 


121 ± 24_ 


1.45±0.27 _ 


...Q,. 


77±0._2! 


+ .1-2- 


87 + 9 









+ 3^4. 53 ±7 3. 32 ± Q. 18 _2_,4.0 ± Q,_20 

+5-6 37 ± 3 

*mM\Z.%i-$Z> L-GSHI&cfctfP-G S H (DmmT (DM OT'foZ, 
L-GSH 3.43±0.89 nMollfe 

P-GSH 18. 1 ±4. 08 nM 

tftv^)i7>&mz%VT^ti^mftcmft&m%-e&. (o.63±o.o7i 

M) ^J^BMC^ (1.02±0.09nMo 1 /106«) OGSH1/W. t£ 
fif&RB (ttl^tl. 18. 1±4.08 1 M43cti^3.43±0.89nMo 1 /106|fflflS. P<0 
.01) tttMt\sT#fflZ&T\sT^&£5£.&Z.Z. l^WBSJNACSift-^-T 
SZltfccfcO, PBMCfCGSHCKJ^SLfctf (2. 22±0. 38nMo 1 
/10«8M& P< 

0.05) , ^m^GSmt^LXmtbm^fz (0.99±0. 22 1M, n.s.) . in 
7LT. lfafflALT»U^;i/ (128±32IU/L»NAC*ffllriSi&Sf©l4r^^l 
I0±29IU/L) *>*.LXmtVtS.fritz. 

-f >*-7xD>£ffi£L&VV£#-Ct>. PBMC + (1.45±0.27nMo 1 /\ 
OHMS) £cfcUW4> (0.77±0.21 1M) ©GSHI/«, »8gfil(P<O.0l) 

T<>*-7xP>fc#KNAC£«:-5Ui<SS. WaHS* (3.32±O.I8nM 
ol/10««M8. P<0.05) &cktfM*(2.40±0.20 1m, P<0. 05) \Z*5^X 
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#) T«> 4>r£©I FNf&«©HflALTl/^l/tt*#<S5ibU!'i* i ofc (139 
±24*N24±I7I U/L. n.s.) ^t*«LTl»*. L^WC*^ MPNAC 

ftHPAfctt*, ALT^ai:, **<«'>Lfc ; a£tfte*©fcT* 1 

T&oT*k ALT«tt**<tt<l>Lfc <87±9IU/L. P<0.05) . 
. 5-6frfl©JWffllwfcfc-3TI FNtNACtSliWIcSW^tCctO 
, £T©ffi«fc*frVTALTtt*«SSK»il>L (37±4 I U/L) , fi«©41X 
#IE**K. 90«S«iE#ffl ( 1 £«C*t*S56 I U/L**«*) CitLfc. 
I FNffl^KNACSiJOASCltlC.fcO* fittftKtt I FNft«i:»t***«t 



I FN<hNACi<Dffi-&ti-fC<i:-5ALTU^;KZ)M , >^«, £-f )\,7><Dffl&\Z 

^<o&m\z^x, f&stcNAC*juAss!r«-e. Hcv©y;Ai (BttRN 

AM) *5«ktfi©^'f;^© : »ffl"I^ f t , ISI* (BEttRNAM) <Dffi#©#i£K 
nS«ffCtt. ««Ta«*+IBMfctt3*0**(33X)TtttH«tlfc©K*#UT, 

yy^M»*7ffi«(77X)TMftm-r*Jit3ft«T*fc. L-*ut*«&. i fn^s 
n a c zm ^aiaa-ste* * 4 - 6 t n m Ltz&\z\*. mm*t>?fr znm% 

I FN»#fcNAC**nit*££Ctt*fc. lhit©HCV-RNAffl^l' 
©M*bWHt?*. 0 3fcjSStt*«k3£. J&«£NAC**QAfc&K:tt. HC 

C*DPil*8(UC«, 1 : 10Oillif«#R*ffl^Tfi«©l00XTHCV-RNA* 



JPQ008504799[ht^ 



Page 26 



of 30 




i/ni nv 



JP MQ8504799 [http://wv^ 



Page 27 



of 



( 27 ) #^¥08-504799 



INTERN ATIOMAL SEARCH REPORT 


to*m. J Apylif an No 

PCT/GB 93/02600 


A. CLASSIFICATION OF SUBJECT MATTER 

IPC 5 A61K37/66 










Minimta docmntrica mrtatd (cUmflcaooD lytoi faBowd by dats/kAon lymboti) 

IPC 5 A61K 


DoCTunesutuM K«rthc4 oOxr th*a omiun doaawaunoa to the oflrat Bat men documcnti art iw 


iudedmfce Gelds saardwJ 


EkaroMr data baae conna'ted flurmi Sic pttmafcttul ica/cn (name ol dau buc «d, practical, 


■urch tonna wed) 



C DOCUW 




Umh to dan No. 


X 


EP.A.O 269 017 (CETUS CORPORATION) 1 June 
1988 

cited in the application 

see page 4, line 40 - page 6, line 3 


1-41 


X 


FR,A,2 290 222 (G.D. SEARLE &B CO.. 

LIMITED) 4 June 1976 

see page 1, line 10 - page 3, ltne 34 


1-41 


X 


US, A, 4 762 705 (DAVID RUBIN) 9 August 1988 

see column 2, line 40-55 

see column 3, line 46 - column 4, line 5 

-/— 


1,6,10, 

16,20, 

26. 

29-31, 
36,39 



i lifted in ttK ccndtiuHjao of bo* C 



0 



Pilot f i T iily ewnfcm *ft Hricd in i 



'A' doamert drftxiu Ibe caxril stale of the art ufitcb is 001 

coaodmd © be of peracia*r nlmna 
*E* oxter document b\X publi<ud on or liter the imtnasonal 

Clioa.oata 

V doaiwrt »tnb may ttirow douoo on priority dnra(n or 
rtfeb it dud id cuaMiih (he putsiuaoa data of anctfber 
riubon crofter rpeoal rwioa (ai tpcaf*d) 

*0" dDcumcnl rrfanm to an oral dsdonn, ux, aJotafioo or 



T* to oocuaw*tpcMi*tfd«il<rttuin t iiiMfi n»i fitof oue 
or prvatr oaxc ad not in conflict with tit ippfankon w 
dted to wdcntnd »e prindpa or tbcory t&ocrtrai At 



*p* document published prior to the tctcrniDooa) BliBg dJDc Bui 
Utertbaotbe prientydai* claimed 



*X* docunxnt of particular rtlevtace; cm darned urmssa 
caaDotbe eoaaoered eovder cannot bt cmadcrtfl to 
hmJ^aa«^r<rteo»<wtb»doasnt«i »tAm alcp« 

*Y* doenmem a£ pataiUr rekvuee; tbc daimrd imczfioo 
cannot be ccniotfea to umtfvt miaveodvitttp ^*mtbe 

doevneru b confined with one or mer« t«bOttrt*j» 

meats, weft cooBxadon being obvious to • pate* ibned 
mtbearv 

*a* ooewacw moaner oT chc unc pscmi CmmsH'j 



Dale of OM actad axrpLvkm at the mtmiUmJ nvch 

25 March 1994 



Name art inaitaiiddras of the ISA 

Eianjw Patat Office, P-B. 311 J PHottaan 2 

Td. ( * 11-70) WO- 2040, T*. 31 6SI epo al. 
Fax (-31-70) MO- 3016 



OiU of muJ jo a of the inumafi cmal ttjrdi report 



ui in torn* taenia 

ft 01 9* 



AUtoorucd officer 



Rerapp, G 



Fora PCT JSV2 D (warn a Jm) (iiiy 1JB) 



JP0p08504799 [http;//www.getth^ 



Page 28 



of 30 



( 28 ) $#^¥08-504799 





INTERNATIONAL SEARCH REPORT 


hkm a Aft 


jliCA&M N© 






PCT/GB 93/02500 


C(Cocbw*tMo} DOCUMENTS CONSIDERED TO BE RELEVANT 




Onion of dccuramL *nfh indwtaoo, Where xppraprta, of ttu relevant pifujp 


SUJ«vkat(o dam No. 


X 


US, A, 4 100 150 (TERENCE CARTVRIGHT) 11 
July 1978 

see column 1, line 7 - coluan 3, line 18 




1-41 


A 


CANCER RESEARCH 

vol. 45, no* 8 , August 1985 

pages 3444 - 3447 

PIETRO GHEZZI ET AL 'ROLE OF REACTIVE 
OXYGEN INTERMEDIATES IN THE 
INTERFERON-MEDIATED DEPRESSION OF HEPATIC 
DRUG METABOLISM AND PROTECTIVE EFFECT OF 
N-ACETYLCYSTEINE IN MICE. 1 
see the whole document 




I. 7.10, 

II. 17. 
19.20. 
27,31, 
37,39 



farm PCT/BA/a0 l<saUsu4t** tf wtoni AmQ (July 1193) 



JP0008504799 [http://www.getthe^ 



Page 29 of 30 



( 29 ) 



#3E¥08-504799 



INTERNATIONAL SEARCH REPORT 



lal.iT n«l 4pptieedon No. 

PCT/GB93/ 02600 



Box 1 Observations whe/e certain cJairns were found cnMnrchable (Continuation of item 1 of fir* ahcxt) 



This 



n SSL'S*.,, dependent cUims and art not drafted In accordance with the eecond and third n*™. of Rule W<* 



inwnuional search report h M oot been hashed in rc.pect of certain claims under Article 17(2)0) tot dw fouowing reason*: 



m 



SSS.'S?," reltu » »b}«. «u» n<* quired to b. eeuttad by Odi Authority, nimdy: 

Renark ; Although claims 31 to 41 are directed to a nethod of trMtmnt of 
the human/anlnal body the search has been carried out and based on the 
alleged effect! of the compound/composition. 

id extent llii no meaningful iiUernaaanaJ search can be arrud out. ipeciftcauy: 



Box II Obteryatiow wnae unity of Invention is lacking (Continuation of item 2 of first ahnct) 



This Inteintaronal Searching Authority found multiple invention, in this totemational application, ai follows: 



1 . □ A* an required additional aearch fees were dmdy paid or the applicant, this international March report coveri afl 
searchable datms. 

2. □ A.1I -«tak" oh*, eould b. ««eh«, wihou: effort jwftios » iddWon.) r«. Ud. Autboritjf did no. teriu P»>™m 
— of ujr addUoul fee. 



1 — 1 coveri only those daimt for which feci were paid. specifically dalma Nos.. 



4. I No required additional search fees 
1 — 1 restricted to Ute Invention first rrw 



tirady paid by fix applicant. Conrequentiy. Ods 
in the daimi; it ii cohered by daira* Nos.: 



Remark on Proeai 



| — | The iddaiooal lex/ch feet were accompanied by the applcanfs protest. 
[ — | No pretest accompanied the payment of additional search fees. 



Form PCT/15A/210 (continuation of first sheet (I)) (July 1991) 



^^008504799 [http://www.getm 



Page 30 of 30 



( 30 ) 4$S¥08-504799 



INTERNATIONAL SEARCH REPORT 


la term 1 AppLcJd.an No 

PCT/GB 93/02600 


Pucrft document 
deed in rtarca report 


Pubttcadan 
date 


Pftum f amity 


Publication 
date 



EP-A-0269017 01-06-88 CA-A- 1321349 17-08-93 

DE-A- 3780770 03-09-92 

ES-T- 2D42529 16-12-93 

JP-A- 63190831 08-08-88 

US-A- 4985241 15-01-91 



FR-A-2290222 


04-06-76 


6B-A- 


1526205 


27-09-78 






BE-A- 


835355 


01-03-7S 






CA-A- 


1059029 


24-07-79 






DE-A- 


2549768 


20-05-76 






JP-A- 


51091320 


10-08-76 


US-A-4762705 


09-08-88 


N0NE 






US-A-4100150 


11-07-78 


NONE 







f*an PCT/BA/BI ftxUftt Only nau) Duly l*H 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record. 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defectum the images include but are not limited to the items checked: 

IJ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ EADED TEXT OR DRAWING 
BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

0 COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

EJ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE^) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



